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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 05 May 2003 . 
2a)D This action is FINAL. 2b)[X] This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) IEl Claim(s) 1,2 A. 6, 28 and 30 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [X] Claim(s) 1,2,4.6,28 and 30 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) E>3 The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)\Z\ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 13 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) [>3 Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) O Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other: 
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DETAILED ACTION 

Location of Application 

1. The location of the subject application has changed. The subject application is now 
located in Workgroup 1630, Art Unit 1634, and has been docketed to Primary Examiner Bradley 
L. Sisson. 

Continued Examination Under 37 CFR LI 14 

2. A request for continued examination under 37 CFR 1 . 1 14, including the fee set forth in 
37 CFR 1 . 17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 05 May 2003 has been entered. 

Information Disclosure Statement 

3. The listing of references in the specification is not a proper information disclosure 
statement. 37 CFR 1.98(b) requires a list of all patents, publications, or other information 
submitted for consideration by the Office, and MPEP § 609 A(l) states, "the list may not be 
incorporated into the specification but must be submitted in a separate paper." Therefore, unless 
the references have been cited by the examiner on form PTO-892, they have not been 
considered. 
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Oath/Declaration 

4. The following is a quotation of the appropriate paragraph of 37 CFR 1 .67(b) that form the 
basis for the objection under this section made in this Office action: 



A supplemental oath or declaration meeting the requirements of § 1.63 must be filed when a claim is 
presented for matter originally shown or described but not substantially embraced in the statement of 
invention or claims originally presented or when an oath or declaration submitted in accordance with § 
1.53(f) after the filing of the specification and any required drawings specifically and improperly refers to 
an amendment which includes new matter. No new matter may be introduced into a nonprovisional 
application after its filing date even if a supplemental oath or declaration is filed. In proper situations, the 
oath or declaration here required may be made on information and belief by an applicant other than the 
inventor. 

As a result of amendment(s) to the claim(s), the pending claims no longer substantially embrace 
the invention as set forth in the statement of the invention and/or in the original claims. 
Accordingly, applicant is required to file a supplemental oath or declaration in response to this 
Office action. 



Specification 

5. The specification is objected to as documents have been improperly incorporated by 

reference. As set forth in Advanced Display Systems Inc. v. Kent State University (Fed. Cir. 

2000) 54 USPQ2d at 1 679 : 

Incorporation by reference provides a method for integrating material from various 
documents into a host document—a patent or printed publication in an anticipation 
determination—by citing such material in a manner that makes it clear that the material is 
effectively part of the host document as if it were explicitly contained therein. See 
General Elec. Co. v. Brenner, 407 F.2d 1258, 1261-62, 159 USQP 335, 337 (D.C. Cir. 
1968); In re Lund, 376 F.2d 982, 989, 153 USPQ 625, 631 (CCPA 1967). To 
incorporate material by reference, the host document must identify with detailed 
particularity what specific material it incorporates and clearly indicate where that 
material is found in the various documents. See In re Seversky, 41 '4 F.2d 671, 674, 
177 USPQ 144, 146 (CCPA 1973) (providing that incorporation by reference requires a 
statement "clearly identifying the subject matter which is incorporated and where it is to 
be found"); In re Saunders, 444 F.2d 599, 602-02, 170 USPQ 213, 216-17 (CPA 1971) 
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(reasoning that a rejection or anticipation is appropriate only if one reference "expressly 
incorporates a particular part" of another reference); National Latex Prods. Co. v. Sun 
Rubber Co., 21 A F.2d 224, 230, 123 USPQ 279, 283 (6 th Cir. 1959) (requiring a specific 
reference to material in an earlier application in order to have that material considered a 
part of a later application); cf. Lund, 376 R2d at 989, 13 USPQ at 631 (holding that a one 
sentence reference to an abandoned application is not sufficient to incorporate from 
the abandoned application into a new application). (Emphasis added,) 

6. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

Claim Objections 

7. Claims 2 and 6 are objected to under 37 CFR 1.75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is required to 
cancel the claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or 
rewrite the claim(s) in independent form. 

8. In claim 1 it is stated that the pharmacologically active compound "is an IL-lra protein," 
yet in claim 2, it is stated that the "pharmacologically active compound is a fusion molecule 
comprising a pharmacologically active domain and an Fc domain." Such language effectively 
broadens the scope of claim 2 over that of claim 1 from which it depends. 

9. As presently worded, amended claim 6 depends from canceled claim 5. 

Claim Rejections - 35 USC § 112 

10. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention, 

11. Claims 1, 2, 4, 28 and 30 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter that was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. For convenience, 
Claim 1, as amended, is reproduced below: 

1 . fAmsfiW A process for praparin t pharrm^lciloalty acto compound, wftich comprises: 
(a) preparing a phamiacotopee^ active compound eompiielng m Fc domain in £ mlr f 
p) treating Vie phamaootaglaiy aet&e compound with a capper (II) table in a concentrate of at 

teati about 1G inland 
(c) Isolating the treated fusion molecule; 
vAemin tha pharmacologically aettw oompound Is an iL4m protein. 

As seen in step (a), the fusion protein is to comprise "a pharmacologically active compound 
comprising an Fc domain in E. coli." In the last line of the claim it is seen that "the 
pharmacologically active compound is an IL-lra protein." Page 14, first full paragraph, defines 
"IL-lra" thusly: 

4mimUym thereof m di«i«ci hereiiMft^ ^coltectivcly tei»id "IL-lra. 
p»teiofe|i^« The rooferate d^obei in ihg il»¥e:relfeMfim§ and the 

tanned "TW fidiibitors. R 

An "IL-lra" is not an Fc domain, but rather, is "a human protein that acts as a natural inhibitor of 
Interleukin-1 and which is a member of the IL-1 family member which includes IL-la and IL- 
lp" (WO 98/24477, page 7, first full paragraph). In accordance with Claim 1, step (a), the fusion 
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protein is comprised of Fc units. To state that the pharmacologically active unit is on one hand 
an Fc unit and then "is an IL-lra protein" is contradictory. The specification does not set forth a 
repeatable procedure whereby a fusion protein is synthesized with Fc units that once formed, 
become IL-lra proteins. 

12. The specification has been found to provide but two examples and neither of which are 

directed to the elected species. Accordingly, the subject application does not set forth the 

starting materials and reaction conditions that must be employed in practicing the claimed 

invention. The situation at hand is analogous to that in Genentech v. Novo NordiskA/S 42 

USPQ2d 1001. As set forth in the decision of the Court: 

" '[T]o be enabling, the specification of a patent must teach those skilled in the 
art how to make and use the full scope of the claimed invention without undue 
experimentation.' In re Wright 999 F.2d 1557, 1561, 27 USPQ2d 1510, 1513 
(Fed. Cir. 1993); see also Amgen Inc. v. Chugai Pharms. Co., 927 F. 2d 1200, 
1212, 18 USPQ2d 1016, 1026 (Fed Cir. 1991); In re Fisher, 427 F. 2d 833, 166 
USPQ 18, 24 (CCPA 1970) C[T]he scope of the claims must bear a reasonable 
correlation to the scope of enablement provided by the specification to persons of 
ordinary skill in the art, 5 ). 

"Patent protection is granted in return for an enabling disclosure of an invention, 
not for vague intimations of general ideas that may or may not be workable. See 
Brenner v. Manson, 383 U.S. 519, 536, 148 USPQ 689, 696 (1966) (starting, in 
context of the utility requirement, that 'a patent is not a hunting license. It is not a 
reward for the search, but compensation for its successful conclusion.') Tossing 
out the mere germ of an idea does not constitute enabling disclosure. While every 
aspect of a generic claim certainly need not have been carried out by an inventor, 
or exemplified in the specification, reasonable detail must be provided in order to 
enable members of the public to understand and carry out the invention. 
"It is true . . . that a specification need not disclose what is well known in the art. 
See, e.g., Hybritech, Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 1385, 
231 USPQ 81, 94 (Fed. Cir. 1986). However, that general, oft-repeated statement 
is merely a rule of supplementation, not a substitute for a basic enabling 
disclosure. It means that the omission of minor details does not cause a 
specification to fail to meet the enablement requirement. However, when there is 
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no disclosure of any specific starting material or any of the conditions under 
which a process can be carried out, undue experimentation is required: there is a 
failure to meet the enablement requirement that cannot be rectified by asserting 
that all the disclosure related to the process is within the skill of the art. It is the 
specification, not the knowledge of one skill in the art, that must supply the novel 
aspects of an invention in order to constitute adequate enablement. This 
specification provides only a starting point, a direction for further research. 
(Emphasis added) 

13. While the specification is not required to contain working examples, the specification 
needs to fully enable the claimed invention and to that end it has been held that starting materials 
and reaction conditions under which a process is to be conducted is required. A review of the 
disclosure fails to find such enabling disclosure. 

14. While the claims have been limited in scope, the amendment has presented a new issue in 
that there is no upper limit to the concentration of copper (II) halide that is present. While there 
needs to be at least about 10 mM, the claims fairly encompass using glacial solutions. The 
specification does not set forth a reproducible procedure whereby high concentrations of any 
copper (ii) halide can be used for any length of time for "treatment" and still result in the 
intended product, whether or not the pharmacologically active agent undergoes change or not, 
supra. 

15. For the above reasons, and in the absence of convincing evidence to the contrary, claims 
1, 2, 4, 6, 28 and 30 are rejected under 35 USC 1 12, first paragraph, as not being enabled by the 
disclosure. 

16. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter, which the applicant regards as his invention. 
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17. Claims 1, 2, and 6 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. As presently worded, claim 1, step (a) states that the 
pharmacologically active compound comprises an Fc domain in E. coli. Such language 
reasonably suggests that the pharmacologically active compound could be either E. coli or the Fc 
domain or both. In claim 1, step (c), states that the pharmacologically active compound is IL- 
lra protein. Such language confuses the aspect of just what constitutes the "pharmacologically 
compound," If per chance the compound comprises both the IL-lra and an Fc domain where 
they are both produced in E. coli, Applicant is encouraged to consider verbiage clearly indicating 
that the compound comprises both of these elements and source. 

18. Claim 6 recites the limitation "the copper (II) halide" in line 1. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 103 

19. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

20. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

21 . This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

22. Claims 1, 4, and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bendele et al. (WO 98/24477 Al) in view of Hannum et al. (US Patent 5075222), and Halenbeck 
et al. (WO 88/08003 Al). 

23. For purposes of examination the compound so produced by the process of claims 1, 4, 
and 6 has been interpreted as being IL-IRa that has been treated with copper (II) halide at a 
concentration of at least 10 mM. 

24. Bendele et ah, page 7, line 14, bridging to page 8, line 7, disclose Interleukin-1 receptor 
antagonist (IL-lra) and that it has been produced via recombinant means. Attention is directed to 
Hammum et al. 

25. Hannum et al., column 22, discloses isolating and characterizing IL-li-a and IL-li-b (IL- 
lraa and IL-lraP). Column 27 discloses cloning the sequences into E. coli. 

26. Neither Bendele et al., nor Hannum et al., disclose treating the compound with a copper 
(II) halide. 
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27. Halenbeck et al., disclose the production of human Colony Stimulating factor 1 (CSF-1) 

in E. coli, and the treatment of same with cupric chloride (CuCk); see page 43. 

Halenbeck et al, do not disclose the concentration of CuCb that was used, however, the 

selection of one concentration of cupric chloride to use over that of another is considered to be a 

matter of routine experimentation and does not rise to the level of non-obviousness. It is well 

settled that routine optimization is not patentable, even if it results in significant improvements 

over the prior art. In support of this position, attention is directed to the decision in In re Aller, 

Lacey, and Hall, 105 USPQ 233 (CCPA 1955): 

Normally, it is to be expected that a change in temperature, or in concentration, or in 
both, would be an unpatentable modification. Under some circumstances, however, 
changes such as these may impart patentability to a process if the particular ranges 
claimed produce a new and unexpected result, which is different in kind, and not merely 
in degree from the results of the prior art. In re Dreyfus, 22 C.C.P.A. (Patents) 830, 73 
F.2d 931, 24 USPQ 52; In re Waite et ah, 35 C.C.P.A. (Patents) 1117, 168 F.2d 104, 77 
USPQ 586. Such ranges are termed "critical" ranges, and the applicant has the burden of 
proving such criticality. In re Swenson et al 9 30 C.C.P.A. (Patents) 809, 132 F.2d 1020, 
56 USPQ 372; In re Scherl, 33 C.C.P.A. (Patents) 1 193, 156 F.2d 72, 70 USPQ 204. 
However, even though applicant's modification results in great improvement and utility 
over the prior art, it may still not be patentable if the modification was within the 
capabilities of one skilled in the art. In re Sola, 22 C.C.P.A. (Patents) 1313, 77 F.2d 627, 
25 USPQ 433; In re Normann et ah, 32 C.C.P.A. (Patents) 1248, 150 F.2d 708, 66 USPQ 
308; In relrmscher, 32 C.C.P.A. (Patents) 1259, 150 F.2d 705, 66 USPQ 314. More 
particularly, where the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation . In re 
Swain et ah, 33 C.C.P.A. (Patents) 1250, 156 F.2d 239, 70 USPQ 412; Minnesota Mining 
and Mfg. Co. v. Coe, 69 App. D.C. 217, 99 F.2d 986, 38 USPQ 213; Allen et al v. Coe, 
11 App. D. C. 324, 135 F.2d 11, 57 USPQ 136. (Emphasis added) 

In view of the prior art teaching explicitly of the recombinant production of IL-lra and the 

production and treatment of other human proteins that are similarly produced (CSF-1) with 

cupric sulfate, one of ordinary skill in the art at the time the invention was made would have 

been motivated to have combined the disclosure of Halenbeck et al., with that of Hannum et al., 
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and Bendele et al., when as shown above the prior art teaches treating recombinant human 
protein with CuC12 and that IL-lra has already been isolated and produced by such recombinant 
means and when Halenbeck et al., teaches explicitly of the refolding capabilities of such 
compounds. Accordingly, and in the absence of convincing evidence to the contrary, the 
invention of claims 1, 4, and 6 is rejected as being obvious in view of the prior art of record. 



28. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bradley L. Sisson whose telephone number is (703) 308-3978. 
The examiner can normally be reached on 6:30 a.m. to 5 p.m., Monday through Thursday. 

29. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (703) 308-1 1 19. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 872-9306 for regular 
communications and (703) 872-9307 for After Final communications. 

30. Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 



Conclusion 




Bradley L. Sisson 
Primary Examiner 
Art Unit 1634 



BLS 

June 17, 2003 



